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Background: Among viral enzymes, the human HIV-1 protease comprises the most interesting target for drug
discovery. There are increasing efforts focused on designing more effective inhibitors for HIV-1 protease in order to
prevent viral replication in AIDS patients. The frequent and continuous mutation of HIV-1 protease gene creates a
formidable obstacle for enzyme inhibition which could not be overcome by the traditional single drug therapy.
Nowadays, in vitro and in silico studies of protease inhibition constitute an advanced field in biological researches.
In this article, we tried to simulate protease-substrate complexes in different states; a native state and states with
whiskers deleted from one and two subunits. Molecular dynamic simulations were carried out in a cubic box filled
with explicit water at 37°C and in 1atomsphere of pressure.
Results: Our results showed that whisker truncation of protease subunits causes the dimer structure to decrease in
compactness, disrupts substrate-binding site interactions and changes in flap status simultaneously.
Conclusions: Based on our findings we claim that whisker truncation even when applied to a single subunit,
threats dimer association which probably leads to enzyme inactivation. We may postulate that inserting a gene to
express truncated protease inside infected cells can interfere with protease dimerization. The resulted proteases
would presumably have a combination of native and truncated subunits in their structures which exert no enzyme
activities as evidenced by the present work. Our finding may create a new field of research in HIV gene therapy for
protease inhibition, circumventing problems of drug resistance.
Keywords: HIV-1 protease, Inhibitors, Flap, Whisker truncationBackground
The replication cycle of human immunodeficiency virus
type 1 (HIV-1) requires three necessary enzymes. These
are reverse transcriptase, integrase and protease. The
protease, E.C.3.4.23.16, is an aspartyl protease made of
two identical subunits each composed of 99 residues
[1-3]. The C-shaped subunits of the protein join each
other via non covalent interactions to form a dimeric
structure of C2 symmetry. The interactions formed be-
tween N and C terminal residues, 1–5 and 95–99 re-
ferred to as whiskers, stabilize this dimeric assembly
[4,5]. The basic role of the enzyme in HIV-1 infection is
the selective and proficient cleavage of peptide bonds in
viral glycoproteins of gag and pol genes during viral mat-
uration processes [6-9]. The protease active site involves* Correspondence: mrdayer@scu.ac.ir
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distribution, and reproduction in any mediumtwo catalytic triads composed of “Asp25-Thr26-Gly27” se-
quence, each from one subunit. Crystallographic studies
revealed that the protease active site is covered by a pair
of glycine rich, flexible, overlapping loops, extending
from residue 43 to residue 58, called ‘flaps’ [10]. Each flap
is composed of two anti-parallel beta sheets connected by
a beta turn structure. It is proposed that flaps act as a gate
to control substrate or inhibitor access to the active site
[11-13]. In other word, flaps help in substrate/inhibitor rec-
ognition or immobilization of the active site cleft. [14,15].
Being of functional importance, the residues located at the
protease active site include about 40 percent hydrophobic
residues [10]. These hydrophobic residues enable conform-
ational changes during HIV-1 protease catalysis via ex-
changing Van der Waals contacts, maintaining structurally
significant hydrogen bonds involved in the flap opening
[16]. The dissociation of the dimeric enzyme to its subunits
results in complete loss of its enzymatic activity. Therefore,
the peptide sequence at the contact points of the dimers istral Ltd. This is an Open Access article distributed under the terms of the
/creativecommons.org/licenses/by/2.0), which permits unrestricted use,
, provided the original work is properly cited.
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structures binding to interface residues prevent protease
dimerization but decrease enzyme activity to one third of
magnitude [4,17]. However, the low dissociation constant
of the enzyme dimers (Kd < 10 nM) indicates the high af-
finity of monomers to remain in a dimeric association
[18-20]. On the other hand, it was shown that truncating
only four residues from N terminus of subunits results in
formation of monomeric species of extremely decreased
activity [20,21]. The whisker truncation removes hydrogen
bonds which are normally formed between N and C ter-
minal groups, hence threatening the dimer stability [22].
Given its critical role in viral maturation, the HIV-1 pro-
tease is considered to be an important target for drug de-
signing to control HIV consequences [6,13-15,18-20,23].
Inhibitors could be directed to compete with substrates for
the enzyme active site or even to interfere with enzyme
dimerization. None of these two inhibitory mechanisms
are dealt with in the present work, instead, we aimed to
simulate three complexes including native, single and
double subunit truncated proteins as well as enzyme sub-
strates. The main scope of this work was to study the effect
of whisker truncation on the enzyme structure and flap
opening status providing details on substrate and enzyme
binding site interaction.
Methods
The crystal structure of wild type protease in complex
with a tri peptidyl substrate of Glu-Asp-Leu (PDB ID:
1A30) was used throughout this study. Obtained by X-
Ray diffraction method and refined at the resolutions of
2.0 Å, this structure was prepared from protein data bank,
(http://www.rcsb.org/pdb) and used as an initial structure
for MD simulation [24]. The same structure was used to

































Figure 1 RMSD plot for native, STC and DTC complexes with the prot
explicit water box.proteases by deleting four residues from N and C terminals
(whiskers) of one or two subunits respectively. Each
enzyme-substrate complex was placed in the center of a
rectangular box having dimensions of 4.75×6.04×6.24,
4.74×6.03×6.23 or 4.75×6.04×6.24 nm for native, STP and
DTP respectively. The boxes were filled with SPCE water
molecules using genbox command of gromacs package
so that to cover the simulated proteins with water shell
of 1.0 nm thickness. Molecular dynamic simulations
were performed using double-precision MPI version of
GROMACS 3.3.1 installed on UBUNTU version 9.10 with
43A1 force field [25]. The net charges of simulated systems
were analyzed by preprocessor engine of GROMACS pack-
age. System neutralization was done by adding equivalent
number of negative chloride ions. Energy minimization
was performed for hydrogen atoms, ions, and water mole-
cules in 1500 steps of energy minimization using steepest
descent method to minimize the energy of system to at
least 300 kJ/mol. LINCS algorithm was used to apply con-
straint on bonds lengths. The SETTLE algorithm was used
to constrain the geometry of water molecules. The systems
were then subjected to a short molecular dynamic with
all-bonds restrains for a period of 500 ps before per-
forming a full molecular dynamics without any restrains
[26]. Molecular dynamic simulations were carried out for
20 ns at 37°C and 1 atmosphere. Berendsen, Thermostat
and Barostat, were used for temperature and pressure
coupling respectively and Particle Mesh Ewald (PME)
method for electrostatic interactions. The time steps of 1
femtosecond were applied to all simulations. All of these
simulations were done at neutral pH (Asp, Glu, Arg, and
Lys ionized) [27,28]. The protein binding site residues of
protease were extracted using ArgusLab 4.0.1 software
(Mark A. Thompson, Planaria Software LLC, Seattle, WA,
http://www.arguslab.com) before and after simulations and000 12000 14000 16000 18000 20000
 (ps)
Native DTC STC
ease obtained for 20 ns simulation at 37°C and 1atomsphere in
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cial Science (SPSS-PC, version 15. SPSS, Inc., Chicago, IL)
was used to analyze the data. The differences between pa-
rameters were considered significant at p < .05.
Results
Figure 1 shows root-mean-squared deviation (RMSD)
changes of the substrate compared to the enzyme back-
bone during simulation for native, single (STC) and
double truncated enzymes (DTC). The similar pattern of
progression in RMSD of all three complexes and the
states of equilibrium indicates similar structural alter-
ations. The counts of hydrogen bonds formed between
each of A and B subunits and the solvent are shown in
Figure 2a. The values of hydrogen bond counts are plot-





























































Figure 2 Average number of hydrogen bonds formed, a: intra A and
simulations, b: between the substrate and bulk solvent for native, ST
37°C and 1atomsphere in explicit water box.bonds formed between subunit B and the solvent tend
to increase passing from native, through STC to DTC,
although the increase is significant (p-value < .05) only in
DTC. The apparent decrease in number of hydrogen
bonds formed between subunit A and the solvent in
STC was because of reduced length of A chain as a re-
sult of truncation of four residues from each end. How-
ever, comparing hydrogen bonds of native A chain (in
native complex) with that of truncated one in DTC indi-
cates that formation of hydrogen bonds is different in
both A and B chains. This is why hydrogen bonds show
no significant alteration between native, STC and DTC
complexes. In general, Figure 2a shows that HIV-1 pro-
tease truncation increases protein hydration in its di-
meric form. This means that upon truncating residues
from N and C terminal, protease becomes more hydrated.B-Native B-STC B-DTC
STC DTC
B chains of native, STC and DTC variants of the protease during
C and DTC variants of the protease during 20ns simulations at
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hydrogen bonds formed between substrate and bulk so-
lution in three complexes (Mean ± SD). As indicated,
the substrate in DTC unlike in STC complex is freed to
make relatively more hydrogen bonds with water upon
protein truncation, while its hydration does not differ
significantly from that of the native complex. Figure 3
shows Mean Square Displacement (MSD) progression
plot for the substrate during simulation for STC and
DTC. It is obvious that in the native complex, the sub-
strate interacts more easily and effectively with the en-
zyme binding site residues than truncated complexes,
and penetrates the protein structure prominently. In
contrast, STC and DTC (lower MSD curves) exhibit less
diffusing properties. This finding indicates that upon
protein truncation, the binding of substrate to enzyme
results in a weak and less active protein. The apparent bi-
phasic behavior of STC in the range of 8000-14000 ps is
an indication of the asymmetric nature of STC complex
which prevents free movement of the substrate inside the
enzyme active site as could be revealed by such a small
simulation period as 14000 ps. Nonetheless, the expected
higher MSD for STC compared with that for DTC may be
reachable beyond 14000 ps. Figure 4 shows the gyration
radius of protein changes during simulation. As indi-
cated, the gyration radius is significantly higher for STC
and DTC than the native structure. The distance between
Asp25 and Ile50 from the same subunit have been reported
as an index of flap opening or closing of the protease. This
distance in subunit A and subunit B is measured during
simulation using g_dist command of gromacs and plotted
in Figure 5. The single or double truncated enzyme se-
quence increases this distance meaningfully and leads to
flap opening of the binding site. More precise examination













Figure 3 Changes in mean square displacement of the enzyme subst
data obtained from 20 ns simulation at 37°C and 1atomsphere in expopened to the enzyme active site. The first cavity is placed
in the front side of the protease, giving the enzyme a three
dimensional structure with two flaps, two ears, nose and
whisker on the front side [22]. There is a salt bridge
formed between Arg8 from subunit A and Asp29 from sub-
unit B and positioned to the outer edge of this cavity. The
changes in the distance between Arg8A and Asp29B could
be used as a measure of opening or closing of this gate dur-
ing simulation. Figure 6a shows that Arg8A-Asp29B dis-
tance increases upon truncation of N and C terminal
residues. The second cavity is placed on the opposite or
back side of the protease. The outer edge of this cavity is
lined by a salt bridge formed between Asp29 from subunit
A and Arg8 from subunit B (Asp29A-Arg8B distance).
Figure 6b shows Arg8B-Asp29A distance for the native
and truncated systems. As shown, there was no signifi-
cant change in this distance indicating that probably no
alteration took place in gating status of this cavity.
Discussion
The human immunodeficiency disease caused by HIV-1
virus is amongst the most threatening diseases which
affect the physical and psychological well being of human
societies. The fast mutating behavior of HIV genome
which overtakes the progress of anti HIV drug discovery
constitutes the main driving force of more experimental
and theoretical research on viral proteins. The main
scope of this study was to find critical hints that may help
in shutting down the viral infection. We have, therefore,
used a coordinate file of wild type protease in complex
with a tri peptidyl substrate (Glu-Asp-Leu) as a native
complex throughout the experiments. A single subunit
truncated complex was prepared by cutting four residues
from N and C terminal. A double truncated complex




































Figure 4 The plot of gyration radius of dimeric protein for native, STC and DTC complexes during 20 ns of simulation (The data
obtained from 20 ns simulation at 37°C and 1atomsphere in explicit water box).
Dayer and Dayer Journal of Biomedical Science 2013, 20:67 Page 5 of 8
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from molecular events caused by protease truncations, in-
cluding system equilibration, substrate-binding site interac-
tions, flap opening and dimerization status, all simulations
were carried out for 20 ns duration. Figure 1 presents
RMSD change of native, STC and DTC complexes during
simulations. The resulted curves confirm that all three
complexes encountered the same structural alterations so
that all RMSDs changed from 1.5 to about 4 Angstroms,
which have, otherwise, variance not exceeding 0.5
Angstrom. These two characteristics of RMSD curves
allowed comparative analysis of the result of complex sim-
ulations and the trajectory file. Being an indicator for con-
formational status, the hydrogen bonding of the protease





























Figure 5 Changes in the distance between Asp25 and Ile50 (Flap dist
simulations trajectories for up to 20 ns simulation period at 37°C andstructural alteration e.g. changes in dimer compactness.
As depicted in Figure 2a, the mutual stabilization of sub-
units A and B with solvent through hydrogen bond-
ing increases significantly upon whisker truncation. Also,
Figure 2b indicates that the hydrogen bonds formed be-
tween the substrate and solvent increase upon similar
whisker truncation. Figure 2a and 2b together confirm
that whisker truncation is responsible for reduced en-
zyme activity as previously reported [14,17], probably be-
cause of its association with loosely joined monomers in
dimer assemblies and weakly attached substrates to the
enzyme binding site, Mean square displacement (MSD)
of the substrate is a useful parameter for determining the
substrate penetration inside the enzyme structure during





ance) during simulation for 20 ns period (The data obtained from




































































Figure 6 Change in the distance between, a) Arg8 of chain A and Asp29 of chain B during 20 ns simulation period, b) Arg8 of chain B
and Asp29 of chain A during 20 ns simulation at 37°C and 1atomsphere in explicit water box.
Dayer and Dayer Journal of Biomedical Science 2013, 20:67 Page 6 of 8
http://www.jbiomedsci.com/content/20/1/67the presence of a more freely diffusing substrate, while re-
duced MSD progression curve indicates a trapped sub-
strate in the structural cavity with local minimum energy.
As appeared in Figure 3, the whisker truncation decreases
MSD in a proportional manner i.e. MSD is higher in the
native complex than in STC which, in turn, exhibited MSD
value higher than DTC at above 14000 ps of simulation. As
expected, the protein radius increased upon dimer dissoci-
ation. The gyration radius obtained by g_gyrate command
in gromacs package could be used as the protein average
radius. As shown in Figure 4, Rg of truncated complexes
was significantly higher than that of the native complex at
the beginning of simulation, but it slowly decreased toreach an equilibrium value equal to that of the native struc-
ture. Nevertheless, the protease tertiary structure seems to
be globular, although this is not true from the side view. In
fact, the globular shape of the protease resembles a bicon-
cave disc similar to that of red blood cells. Therefore, the
decrease in Rg during simulation can be a result of a sim-
ple rotation of the enzyme molecule around perpendicular
axis, instead of being caused by extensive changes in dimer
compaction. Thence, the reduction of gyration radius may
not be attributed to changes of the protein radius but to
the rotation of molecule during simulation. For a mean-
ingful comparison of whisker truncations, the gyration
radius of all complexes was calculated in a situation where
Dayer and Dayer Journal of Biomedical Science 2013, 20:67 Page 7 of 8
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5 ns simulation. Figure 4 indicates that the highest Rg be-
longs to doubly truncated whiskers associated with the
least compacted structure. The increase or decrease in dis-
tance between Asp25 and Ile50 of a given subunit (Asp25-
Ile50 distance) is already introduced as a criterion for flap
opening or closing respectively [29]. A distance of more
than 15.8 Angstrom is considered to represent a semi
opened conformation for the flap gate [29]. It is also shown
that flaps open during ligands (substrate or inhibitor) entry
or exit and they remain closed in case of ligands settlement
in catalytic site. Figure 5 plots Asp25-Ile50 distance for each
subunit separately against time. This figure confirms statis-
tically that all substrate-enzyme systems demonstrate
closed conformations with Asp25-Ile50 distance of less than
15 Angstroms. However, in whisker truncated complexes
there are notable increases in Asp25-Ile50 distance from 9
to about 15 Angstroms in STC and from 10 to 13
Angstrom for DTC. The results presented in Figures 2, 3
and 4 confirm that whisker truncations loosen the dimeric
structure and convert it to a structure of lower compact-
ness. Figure 5, however, indicates that whisker truncations
not only decrease dimer compaction but also increase flap
opening detectable by Asp25-Ile50 distance measurement.
As far as the STC complexes are concerned, this distance
is the same as in native complexes at the beginning of
simulation. This means that truncating a single whisker
causes no detectable alteration in Asp25-Ile50 distance after
a short period of simulation. However, after a longer simu-
lation of 4 ns or more, the effect of STC on flap opening
can be detected. Although flap opening or closure mea-
sured by Asp25-Ile50 distance has been used by researchers
to explain substrate and enzyme interactions, this cannot
provide satisfactory interpretation for some molecular
events which demand more sophisticated and detailed ex-
planations. As shown earlier in the Results section, we in-
troduced another valuable index namely the distance
between Arg8A-Asp29 of B subunit. Figure 6a shows that
whiskers truncations cause a slight movement of A subunit
far from B subunit during simulation. This displacement
enlarges the size of front cavity that opens toward the pro-
tease binding site and facilitates the gating mechanism me-
diated by flaps. Figure 6b shows that, from backside view,
the distance between Asp29A-Agr8 of B subunit remains in
the same position in the protease. As illustrated, this dis-
tance shows no remarkable differences for our three com-
plexes. This finding provides evidence that upon whisker
truncation, the dimer opens more prominently from front
side than from back side. This may lead to active site open-
ing and probably enzyme deactivation.
Conclusions
Based on our findings we can conclude that upon whisker
truncation in one or two subunits, the protease undergoesvast structural alterations which yield open configuration
of the binding site, hence rendering the enzyme to be cata-
lytically inactive as shown by other authors [22]. Also, we
postulate that gene therapy via inserting HIV-protease
gene truncated at whiskers domains into infected cells may
open up a new horizon in HIV treatment. Whisker less
protease presumably interferes with dimerization of the
viral protease and consequently leads to production of
mixed type proteases with no (or less) enzymatic activity.
Abbreviations
MD: Molecular dynamics; STC: Single truncated protease; DTP: Double
truncated protease; RMSD: Root mean square displacement; MSD: Mean
square displacement; Rg: Gyration radius.
Competing interests
Both authors declare that they have no competing interests.
Authors’ contributions
Mohammad Reza Dayer developed the concept and designed and
performed all experiments and analyzed the obtained results and built the
main idea of the work. Mohammad Saaid Dayer, however, participated in
overall discussion of the work and in English editing. Both authors read and
approved the final manuscript.
Acknowledgement
The financial support of Shahid Chamran University of Ahvaz and Tarbiat
Modares University, Tehran, Iran, are acknowledged.
Author details
1Department of Biology, Faculty of Science, Shahid Chamran University,
Ahvaz, Iran. 2Department of Parasitology and Medical Entomology, Tarbiat
Modares University, Tehran, Iran.
Received: 29 April 2013 Accepted: 10 September 2013
Published: 12 September 2013
References
1. Mager PP: The active site of HIV-1 protease. Med Res Rev 2001, 4:348–353.
2. Toh H, Hayashida H, Miyata T: Sequence homology between retroviral
reverse transcriptase and putative polymerase of hepatitis B virus and
cauliflower mosaic virus. Nature 1983, 305:691–692.
3. Pearl LH, Taylor WR: A structural model for the retroviral proteases. Nature
1987, 329(6137):351–354.
4. Watson SJ: Molecular dynamics simulations of HIV-1 protease complexed with
saquinavir. Doctoral thesis. UCL (University College London); 2009. http://
discovery.ucl.ac.uk/19060/1/19060.pdf.
5. Ceccherini-Silberstein F, Erba F, Gago F, Bertoli A, Forbici F, Bellocchi MC,
Gori C, D’Arrigo R, Marcon L, Balotta C, Antinori A, Monforte AD, Perno CF:
Identification of the minimal conserved structure of HIV-1 protease in
the presence and absence of drug pressure. AIDS 2004, 18(12):F11–F19.
6. Brik A, Wong CH: HIV-1 protease: mechanism and drug discovery.
Org Biomol Chem 2003, 1(1):5–14.
7. Wartha F, Horn AHC, Meiselbach H, Sticht H: Molecular dynamics simulations
of HIV-1 protease suggest different mechanisms contributing to drug
resistance. J Chem Theory Comput 2005, 1:315–324.
8. Kohl NE, Emmi EA, Schleif WA, Davies LJ, Heimbach JC, Dixon RAF: Active
human immunodeciency virus protease is required for viral infectivity.
Proc Natl Acad Sci 1988, 85:686–690.
9. Katoh I, Yasunaga T, Ikawa Y, Yoshinaka Y: Inhibition of retroviral protease
activity by an aspartyl proteinase inhibitor. Nature 1987, 329(6140):654–656.
10. Desiraju GR, Steiner T: The Weak Hydrogen Bond in Structural Chemistry and
Biology. Oxford, UK: Oxford University Press; 1999.
11. Tóth G, Borics A: Flap opening mechanism of HIV-1 protease. J Mol Graph
Model 2006, 24(6):465–474.
12. Hornak V, Okur A, Rizzo RC, Simmerling C: HIV-1 protease flaps
spontaneously close to the correct structure in simulations
following manual placement of an inhibitor into the open state.
J Am Chem Soc 2006, 128(9):2812–2813.
Dayer and Dayer Journal of Biomedical Science 2013, 20:67 Page 8 of 8
http://www.jbiomedsci.com/content/20/1/6713. Surleraux DL, Tahri A, Verschueren WG, Pille GM, de Kock HA, Jonckers TH,
Peeters A, De Meyer S, Azijn H, Pauwels R, de Bethune MP, King NM,
Prabu-Jeyabalan M, Schiffer CA, Wigerinck PB: Discovery and selection of
TMC114, a next generation HIV-1 protease inhibitor. J Med Chem 2005,
48(6):1813–1822.
14. Kovalevsky AY, Liu F, Leshchenko S, Ghosh AK, Louis JM, Harrison RW,
Weber IT: Ultra-high resolution crystal structure of HIV-1 protease mutant
reveals two binding sites for clinical inhibitor TMC114. J Mol Biol 2006,
363(1):161–173.
15. Shao W, Everitt L, Manchester M, Loeb DD, Hutchison CA, Swanstrom R:
Sequence requirements of the HIV-1 protease flap region determined by
saturation mutagenesis and kinetic analysis of flap mutants. Proc Natl
Acad Sci USA 1997, 94(6):2243–2248.
16. Rowley RL, Pak T: Determination of a methane intermolecular potential
model for use in molecular simulations from ab initio calculations.
J Chem Phys 1999, 110:3368–3377.
17. Frutos S, Rodriguez-Mias RA, Madurga S, Collinet B, Reboud-Ravaux M,
Ludevid D, Giralt E: Disruption of the HIV-1 protease dimer with interface
peptides: structural studies using NMR spectroscopy combined with
[2-(13)C]-Trp selective labeling. Biopolymers 2007, 88(2):164–173.
18. Tang C, Louis JM, Aniana A, Suh JY, Clore GM: Visualizing transient events
in amino-terminal autoprocessing of HIV-1 protease. Nature 2008,
455(7213):693–696.
19. Louis JM, Ishima R, Torchia DA, Weber IT: HIV-1 protease: structure,
dynamics, and inhibition. Adv Pharmacol 2007, 55:261–298.
20. Ishima R, Torchia DA, Lynch SM, Gronenborn AM, Louis JM: Solution structure
of the mature HIV-1 protease monomer: insight into the tertiary fold and
stability of a precursor. J Biol Chem 2003, 278(44):43311–43319.
21. Wlodawer A, Miller M, Jaskólski M, Sathyanarayana BK, Baldwin E, Weber IT,
Selk LM, Clawson L, Schneider J, Kent SB: Conserved folding in retroviral
proteases: crystal structure of a synthetic HIV-1 protease. Science 1989,
245(4918):616–621.
22. Ishima R, Torchia DA, Louis JM: Mutational and structural studies aimed at
characterizing the monomer of HIV-1 protease and its precursor. J Biol
Chem 2007, 282(23):17190–17199.
23. Sarkhel S, Desiraju GR: N-H…O, O-H…O, and C-H…O hydrogen bonds in
protein-ligand complexes: strong and weak interactions in molecular
recognition. Proteins 2004, 54(2):247–259.
24. Stiffin RM, Sullivan SM, Carlson GM, Holyoak T: Differential inhibition
of cytosolic PEPCK by substrate analogues. Kinetic and structural
characterization of inhibitor recognition. Biochemistry 2008,
47(7):2099–2109.
25. Safarian S, Moosavi-Movahedi AA, Hosseinkhani S, Xia Z, Habibi-Rezaei M,
Hosseini G, Sorenson C, Sheibani N: The structural and functional studies
of His119 and His12 in RNase a via chemical modification. J Protein Chem
2003, 22(7–8):643–654.
26. Lee B, Richards FM: The interpretation of protein structures: estimation of
static accessibility. J Mol Biol 1971, 55(3):379–400.
27. Baker WR, Kintanar A: Characterization of the pH titration shifts of
ribonuclease a by one- and two-dimensional nuclear magnetic
resonance spectroscopy. Arch Biochem Biophys 1996, 327(1):189–199.
28. Peters GH, van Aalten DM, Svendsen A, Bywater R: Essential dynamics of
lipase binding sites: the effect of inhibitors of different chain length.
Protein Eng 1997, 10(2):149–158.
29. Perryman AL, Lin JH, McCammon JA: HIV-1 protease molecular dynamics
of a wild-type and of the V82F/I84V mutant: possible contributions to
drug resistance and a potential new target site for Drugs. Protein Sci
2004, 13(4):1108–1123.
doi:10.1186/1423-0127-20-67
Cite this article as: Dayer and Dayer: Whiskers-less HIV-protease: a
possible way for HIV-1 deactivation. Journal of Biomedical Science
2013 20:67.Submit your next manuscript to BioMed Central
and take full advantage of: 
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at 
www.biomedcentral.com/submit
